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DETAILED ACTION 

In response to the Pre-Appeal conference, the finality of the previous Office 
action is hereby withdrawn and the prosecution is re-opened in view of the newly 
discovered reference(s) to US-PAT-NO: 6479274. Rejections based on the newly cited 
reference(s) follow. The rejection of record is withdrawn. Claims 8, 9, 14, 15, 18, 19, 23, 
24, and 26-45 are pending and examined on merits. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 8, 9, 14, 15, 18, 19, 23, 24, and 26-45 are rejected under 35 U.S.C. 
103(a) as being unpatentable over US-PAT-NO: 6479274 (Feb. 13, 1998). 

The effective filing date of the instant application, date of filing 60/101522 on 
09/23/1999. Testisin is same as the native protein expressed by SEQ ID NO: 1 in 
09/787,844 according to applicant's argument in the appeal brief (page 2). 

Claims are drawn to detect gynecological cancer with an antibody binding to a 
protein known as Testisin in the art. 

US-PAT-NO: 6479274 (Feb. 13, 1998) teaches: 

157 

HELA2 (Testisin) Expression is Associated with Tumours in Non-Testis 
Cell-Types 

158 

The tissue and cell-type distribution of testisin mRNA transcripts in 
tumours were determined by Northern hybridization analyses of RNA 
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extracted from in vitro cultured tumour cells lines derived from 
different cancerous tissues. HELA2 ( testisin ) was detected in the HeLa 
ovarian carcinoma the U937 lymphoma, and the melanoma cell line 253-3D. 
HELA2 ( testisin ) is also associated with cDNA libraries derived from 
tumours of the colon, pancreas, prostate and ovary (NCBI-EST Database) . 
The presence of HELA2 (Us1 i - ) in tumours where it is not expressed 
normally indicates that it likely plays a role in tumourigenesis in 
several cell-types. 




lllllilllffllllilllllii . 



Both polyclonal and monoclonal antibodies are obtainable by 
immunization with the enzyme or protein and either type is utilizable 
for immunoassays. The methods of obtaining both types of sera are well 
known in the art. Polyclonal sera are less preferred but are relatively 
easily prepared by injection of a suitable laboratory animal with an 
effective amount of proteinase/kinase, or antigenic parts thereof, 
collecting serum from the animal, and isolating specific sera by any of 
the known immunoadsorbent techniques . Although antibodies produced by 
this method are utilizable in virtually any type of immunoassay, they 
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are generally less favoured because of the potential heterogeneity of 
the product . 



The use of monoclonal antibodies in an immunoassay is particularly 
preferred because of the ability to produce them in large quantities 
and the homogeneity of the product. The preparation of hybridoma cell 
lines for monoclonal antibody production derived by fusing an immortal 
cell line and lymphocytes sensitized against the immunogenic 
preparation can be done by techniques which are well known to those who 
are skilled in the art. 



Another aspect of the present invention contemplates a method for 
detecting proteinase/kinase in a biological sample from a subject said 
method comprising contacting said biological sample with an antibody 
specific for proteinase/kinase or its derivatives or homologues for a 
time and under conditions sufficient for an antibody-proteinase/kinase 
complex to form, and then detecting said complex. 



The presence of proteinase/kinase may be accomplished in a number of 
ways such as by Western blotting and ELISA procedures. A wide range of 
immunoassay techniques are available as can be seen by reference to 
U.S. Pat. Nos. 4,016,043, 4,424,279 and 4,018,653. These, of course, 
includes both single-site and two-site or "sandwich" assays of the non- 
competitive types, as well as in the traditional competitive binding 
assays. These assays also include direct binding of a labelled antibody 
to a target. 



Sandwich assays are among the most useful and commonly used assays and 
are favoured for use in the present invention A number of variations of 
the sandwich assay technique exist, and all are intended to be 
encompassed by the present invention. Briefly, in a typical forward 
assay, an unlabeled antibody is immobilized on a solid substrate and 
the sample to be tested brought into contact with the bound molecule. 
After a suitable period of incubation, for a period of time sufficient 
to allow formation of an antibody-antigen complex, a second antibody 
specific to the antigen, labelled with a reporter molecule capable of 
producing a detectable signal is then added and incubated, allowing 
time sufficient for the formation of another complex of antibody- 
antigen-labelled antibody. Any unreacted material is washed away, and 
the presence of the antigen is determined by observation of a signal 
produced by the reporter molecule. The results may either be 
qualitative, by simple observation of the visible signal, or may be 
quantitated by comparing with a control sample containing known amounts 
of hapten. Variations on the forward assay include a simultaneous 
assay, in which both sample and labelled antibody are added 
simultaneously to the bound antibody. These techniques are well known 
to those skilled in the art, including any minor variations as will be 
readily apparent. In accordance with the present invention the sample 
is one which might contain proteinase/kinase including cell extract, 
tissue biopsy or possibly serum, saliva, mucosal secretions, lymph, 
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tissue fluid and respiratory fluid. The sample is, therefore, generally 
a biological sample comprising biological fluid but also extends to 
fermentation fluid and supernatant fluid such as from a cell culture. 



In the typical forward sandwich assay, a first antibody having 
specificity for the proteinase/kinase or antigenic parts thereof, is 
either covalently or passively bound to a solid surface. The solid 
surface is typically glass or a polymer, the most commonly used 
polymers being cellulose, polyacrylamide, nylon, polystyrene, polyvinyl 
chloride or polypropylene. The solid supports may be in the form of 
tubes, beads, discs of microplates, or any other surface suitable for 
conducting an immunoassay. The binding processes are well-known in the 
art and generally consist of cross-linking covalently binding or 
physically adsorbing, the polymer-antibody complex is washed in 
preparation for the test sample. An aliquot of the sample to be tested 
is then added to the solid phase complex and incubated for a period of 
time sufficient (e.g. 2-40 minutes or overnight if more convenient) and 
under suitable conditions (e.g. from about room temperature to about 
37. degree. C.) to allow binding of any subunit present in the antibody. 
Following the incubation period, the antibody subunit solid phase is 
washed and dried and incubated with a second antibody specific for a 
portion of the hapten. The second antibody is linked to a reporter 
molecule which is used to indicate the binding of the second antibody 
to the hapten. 



An alternative method involves immobilizing the target molecules in the 
biological sample and then exposing the immobilized target to specific 
antibody which may or may not be labelled with a reporter molecule. 
Depending on the amount of target and the strength of the reporter 
molecule signal, a bound target may be detectable by direct labelling 
with the antibody. Alternatively, a second labelled antibody, specific 
to the first antibody is exposed to the target-first antibody complex 
to form a target-first antibody-second antibody tertiary complex. The 
complex is detected by the signal emitted by the reporter molecule. 



Therefore, it would have been obvious to one of ordinary skill in the art to arrive 
at the claimed invention of detecting gynecological cancer given the patent teaches that 
Testisin is overexpressed in ovary and other cancer with a reasonable expectation of 
success given the, the disclosure of the instant specification and the teaching are is 
similar (i.e. over-expression of Testisin in non-testis tumors). 
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